, related to Figure 1. Active site structural comparisons of the PKAc-SP20 binary, (Gerlits et al., 2014) T1, T2, T3 and the TS mimic complexes. (Madhusudan et al., 2002) (A) PKAc-SP20 binary (orange) and T1 (cyan), (B) T1 (cyan) and T2 (magenta) (C) T2 (magenta) and T3 (yellow) (D) T3 (yellow) and TS mimic (grey). angle of S21 SP20 from the S21B state to S21A in the ternary complex of PKAc (T3) obtained from umbrella sampling MD simulations. The computed free energy difference between the two minima is ~0.1 kcal mol -1 and the barrier for rotamer interconversion is ~4.9 kcal mol -1 . In the T3 structure, χ 1 = 62.3 for S21A and -53.7 for S21B (Table 3) . (B) Distributions of interatomic distances between O of S21 SP20 and O2 of D166 in PKAc from biased MD simulations with 2 of S21 SP20 restrained to dihedral values of -54° (black), 6° (red) and 56° (blue), corresponding approximately to the S21B, transition state, and S21A states shown in Fig. S4A .
